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Claim Listing 

1 . (Currently Amended) A compound of the fonnula: 

R 4 

T 2 

Y T 

or a pharmaceutical^ acceptable sal t or prodrug thereof , 

wherein: 

n is from 0 to 3; 

X is -CR a R b - or C(0) 3 wherein R a and R b each independently are 
hydrogen or alkyl; 

— is an optional bond; 

Y is -S0 2 ~ when X i s CR* R fe - and Y is (CR* » d ) p when X is C(O) b 
wherein p is from 1 to 3 and R° -and-R d -ea€fr4n€iepe ndcntly arc hydrogen or alkyl ; 

each R 1 independently is halo, alkyl, haloalkyl, h^roalkyi, hydroxy, 
nitro, alkoxy, cyano, -S(OV-R c , -NR c R r , or -C(=0)-NR c R f , SOi NR* R f , N(RV 
C(-O) R* or - C(-0)R* j wherein q is from 0 to 2 and R c and R r each independently arc 
hydrogen or alkyl; 

R 2 is ary U heteruaryl or cycloftlkyl ; 

R 3 and R 4 each independently arc hydrogen or alkyl; and 

R 5 is at the 5- or 6- position of the isoquinolinc ring system and is of the 



formula: 



I 

N 

<rVq 2 <^ ^)(CRV) r 



wherein: 
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Z is -N^r-CH-; 
r is 2 from 1 to 3 ; and 

R*, R 7 , R*, R° and R 10 each independently are hydrogen or alkyl. 

2. (Original) The compound of claim 1, wherein R 5 is located at the 5- 
position of the isoquinoline ring system, 

3. (Canceled) 

4. (Canceled) 

5. (Canceled 

6. (Currently Amended) The compound of claim [[4]] 1, wherein R a and R b 
are hydrogen. 

7. (Canceled) 

8. (Currently Amended) The compound of claim [[711 L wherein R 2 is 
optionally substituted phenyl. 

9. (Currently Amended) The compound of claim [[7]) L wherein R 2 is 
optionally substituted naphthalenyl. 

1 0> (Currently Amended) The compound of claim [ |7] | & wherein R 2 is 
selected from the group consisting of phenyl, 2-halophenyl, 3-halopheny, 4-halophenyl, 
2,3-dihalophenyf, 2,4-dihalophcnyl, 3,4-dihalophenyl, 2,5-dihalophenyl, 3,5- 
dihalophenyl, 2,6-dihalophcnyl, 2-haloalkylphenyl, 3-haloalkylphcny, 4-haloalkylphenyl, 
2,3-dihaloalkylphenyl, 2,4-dihaloalkyIphenyl, 3,4-dihaloalkylphenyl, 2,5- 
dihaloalkylphenyl, 3,5-dihaloalkylphenyl, 2,6-dihaloalkylphenyl, 2-alkoxyphenyl, 3- 
alkoxypheny, 4-alkoxyphenyl, 2,3-dialkoxyphenyl, 2,4-dialkoxyphenyl, 3,4- 
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dialkoxyphcnyl, 3,5-dialkoxyphenyl, 2,5-dialkoxyphenyJ, 2,6-dialkoxyphenyl, 2- 
alkylphenyl, 3-alkylphenyl, 4-aIkylphenyl, 2,3-dialkylphenyl, 2,4-dialkylphenyl, 3,4- 
dialkylphenyl, 3,5-dialkylphenyl, 2,5-dialkylphenyl, and 2,6-dialkylphcnyl. 

1 1. (Original) The compound of claim 9, wherein R 2 is naphthalene- 1-yl or 
napthalenc-2-yl. 

12. (Currently Amended) The compound of claim [[7J] i, wherein n is 0. 

13. (Currently Amended) The compound of claim [[7 j] I, wherein R 3 and R 4 
are hydrogen, 

14. (Currently Amended) The compound of claim [|4]] I, wherein R 5 is of the 
formula: 




and R 6 , R 7 , R 8 , R 9 and R 10 an? as defined in claim 1 . 

1 5. (Original) The compound of claim 1 4, wherein R 6 , R 7 , R 8 5 R 9 and R 10 are 
hydrogen. 

16. (Original) The compound of claim 14, wherein R 6 , R 7 , R* and R v are 
hydrogen and R ip is alkyl. 

17-27. (Canceled) 

28. (Original) The compound of claim 1 , wherein said compound is of the 
formula: 
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and wherein n, r, X, Y, Z, R l , R 2 , R 3 , R 4 , R 6 , R 7 , R 8 , R 9 and R 10 are as defined in claim 1. 

29. (Original) The compound of claim 1, wherein said compound is of the 
formula: 



R 10 




and wherein n, R 1 , R 2 , R 3 , R 4 , R 6 , R 7 , R 8 , R 9 , R 10 , R* and R* are as defined in claim 1. 
30. (Canceled) 

3 1 . (Currently Amended) The compound of claim 1 , wherein said compound 
is selected from the group consisting of: 

2-benzenesulfonyl-5-piperazin-l-yl-l,2,3,4-tetrahydroisoquinolm^ 
2-benzenesulfonyl-5-(4-mcthylpipcrazin- 1-yl)- 1,2,3 ,4-tetrahydroisoquinoline; 
2-(4-fluoro-bcnzencsulfonyl)-5-piperdzin>l -yl-1 ,2,3 ? 4-tetrahychx)isoquinoline; 
2-(4-mcthoxy-benzenesulfonyl)-5-pipenizin-l -yl-1 ,2^,4-tetrahydroisoquinoline; 
2-(3-fluor0-benzenesulfonyl)-5-piperazin-l-yU^ 

2-(3,5-dichIoro-ben7.enesulfonyl)-5-piperazin- 1 -yl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
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2-(3,5-bis-trifluoroirietty^ 1-yl-l ,2,3,4- 

tetrahy droi soquinolinc ; 

2-(2,5-dimethoxy-benzenesuIfonyl)-5-pipcrazin- 1-yl-l ,2,3*4- 
tetxahychoisoqumolinc; 

2-(3-chloro-4-fl uoro-benzene<3ulf bnyl)-5-piperazin- 1 -yl- 1 ,2,3 ,4- 
tetrahydroisoquinoline; 

2-(2-.fluoro-benzenesulfonyl)-5-piperazin-l -yl-1 ,2,3,4-tetrahydroisoquinolinc; 

2-(2-chloro-benzenesulfonyl)-5-piperazin-1 -yl- 1 ,2,3,4-tetrahydroisoquinoline; 

2-(3-chl oro-ben zenesul fonyl)-5-piperazin- 1 -yl- 1 ,2 ,3 ,4-tetrahydfoisoquinolirie; 

2-(3-mcthyl-benzenesulfonyl)-5-piperazin-l -yl-1 ,2,3,4-tetrahydroisoquinoline; 

2-(2,3-dichloro-ben*enesulfo^^ 

2-(2-chloro-4-fluoro-benzenesulfonyl)-5-piperazin- 1-yl-l ,2,3,4- 
tetrahydroisoquinolinc; 

2-(2,5-dichloro-benzenesulfonyl)-5-piperazin- 1 -yl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
2-(naphthalene- 1 -sul fonyl )-5-pipcrazin- 1 -yl- 1 ,2,3,4-tetrahydroisoquinoline; 
2-(naphthalcne-2-sulfonyl>5-piperazin-i-yl-1 J 2,3,4-tetrahydroisoquinoUne; 
2 - bei)^5 - piperoain - l - yl - 3,4 - d^ 



2- (2-Methanesulfonyl-benzenesuto^ 
isoquinoline; 

3- (5-Pipci^n4-ylO,4-dihydro-lH4soqwuoH^^ 

[2-(5-Piperazin- 1 -y 1 -3 ,4-dihy dro- 1 H-i soquinol ine-2 -sulfonyl)- pheny l]-urea; and 
8-(5-Pipcrazin-l-yl-3 t 4-dihydro-lll-isoqumoline-2-sulfoDyl)-q 

32. (Original) A pharmaceutical composition comprising an effective amount 
of at least one compound of claim 1 in admixture with a pharmaceutical ly acceptable 
carrier. 

33. (Currently Amended) A method for treating a central nervous system 
disease state in a subject, said method comprising administering to said subject a 
therapeutically effective amount of a compound of claim m \ the - form n to » 
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or n pbarmaccutically acceptabl e s a lt or prodrug th e r eof 
wherein! 

n - is from 0 to 3; 

X4s—€R"R b or C(O) * wherein R*-tmd~R*-Each-H 



hydrogen or alkyl; 

— is - an optional bond; 

Vis SO^ when X i s CR» R b and Y i s (CR *r \ when X i s C(O) 

wherein p is from 1 to 3 an d- R^ md-ft * each ind e p e ndently are hydrog e n -or-ftteyH 

eoeh-R* independently is halo, alkyl, haloalkyl, hctcroalkyl, hydrox y? 

nitro, alkoxy, cyano, 5(0) ^^4^ ^ C(-O) NR ^V-^-^*ftV-^V 
C(-O) R r , or C(-Q) R*, wherein q is from 0 to 3 and R* -«Mi-R ' each independently 
are hydrogen or alkyl; 

R * i s aryl 9 hetcroaryl or cyeloalkyl; 



-R 3 -ftgdrR 4 each independently ar e hydro g en or alkyl; and 
-R s is of the formula: 



f 

z 



wherein: 



Zis N or CH; 



r is from 1 to 3; and 



-R 6 rR ? rR 8 rR 9 ^»d-R^ each independently arc hydrogen or alkyl . 
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34. (Original) The method of Claim 33, wherein the disease state is selected 
from psychoses, schizophrenia, manic depressions, neurological disorders, memory 
disorders, attention deficit disorder, Parkinson's disease, amyotrophic lateral sclerosis, 
Alzheimer's disease and Huntington's disease. 

35. (Original) A method for treating a disorder of the gastrointestinal tract in 

a subject, said method comprising administering to said subject a therapeutically effective 
amount of a compound of claim 1 the formula; 



or a pharmaceutical^ acceptable s alt or prodrug - th ereaf? 
wh e rein: 

n is from 0 to 3; 

X is - CK a R b or C(O) , wherein R* and R b each independ e ntly - w e 

hydrog e n ^ or flfeytfr 

i s on optional bond; 



wher e in - p i s from 1 to 3 and R e -ftnd-R 4 -e ach - kidcpcndcntly arc hydrogen or alkyl; 

each R* independently is halo, alkyl, halonlkyl, hct e roalkyl, hydroxy, 

nitro, alkosy, eyano, S(0) ^V-£tR'« ', -C(~0) NR g R *, SO* Mttf ft * N(RV 
C(=0) R f , or C(-0) R% wherein q is from 0 to 2 and R c and R f -e och ind e p e nd e ntly 
are hydrogen or alkyl; 





ft ? and Y i s (CR' R' V when X is C(Q) 



■R 3 is aryl; h e t e rooryl or cycloolkyl; 

■R a and R 4 caeh independently are hydrogen or olkyl; and 

-R * is of the formula; 



HALLR6 U\ 38320 vl 9 R0l49B-Rf!G 

PA<£ 10/17 # RCVD AT »16/2006 5:40:35 PM (Eastern DayOght Time] ft SVR:USPT0^FXRF-3fS f DMS:2738300 " CS!D:6S0 855 5322 s DURATION (mnKS):04-24 



•MAY- 16-2006 13:40 From: ROCHE Pft PATENT 650 855 5322 



To:USPTO 



P.11'17 



Atty Docket No.; R0149B-REG 
USSN: 10/791,578 



N 

Z 



Zis N or CH -? 



r is from 1 to 3; and 



len tly arc hydrogen or alkyl . 



36. (Currently Amended) A method for producing a \ 
compound of claim L said method comprising: 



inettne 



reacting a compound of the formula: 




wherein n. R 1 , R a , R 3 , R 4 and R s are as recited in claim 1J 1:1 1 
n -is- fromO to 3; 

eaeh-R * independently is halo, alleys haloalkyl ; h e tcroalkyi, hydroxy, 

nitro, olkoxy, cyano, S(0)^ V^NR g R ', - C(~0) NR^ ft f , S0 2 NR^ * f , N(RV 
C(-Q) R*, or C( O) R% wherein q is from 0 to 2 and R* >«id4t f ^ach4 B d ep e«de»t^ 
are hydrogen o f- aikyl; 

R a 3-R 3 ^m4-R 4 each ind e p e nd e ntly are h ydrogen- or alkylj 

is an optional bond; 

ft * is 5 - or 6 - position of the isoquinolinc ring s ystem and is of the 

formula * 
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N 



2 

z 



wherein: 



r is from J to 3; 



Zis N or Cli } ond 



jt^^^dR 8 ^ ^ Qch independently ar e hydrogen or olkyl; 



with a sulfonyl halide of the formula: R 2 -S02-G wherein R 2 is as defined 
in claim 1 Qr - yl^hctcronr>I or cyclofllkyiamt - C is halo ; 

to yield a compound of the formula 1 wherein Y is -SQz-i 
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